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S80 Inflammation and FibrosisConclusion: Rxra is tonicity responsive and capable of interacting with Nfat5
to negatively regulate Nfat5 activity and to exert important regulatory roles
in osmoregulation, osmoadaptation and renal function.http://dx.doi.org/10.1016/j.hkjn.2015.09.1050156
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Objective: Congenital anomalies of the kidney and urinary tract (CAKUT) are
one of the most common birth defects. Our previous results indicate that
conventional deletion of the key Wnt receptor of Lrp6 leads to a spectrum
of renal hypoplastic and cystic kidney disorders, which are major pheno-
types for CAKUT. Primary cilia are cellular organelle existing in surface
and serving as signaling centre for multiple pathways. We found cilia are
defect in Lrp6-/- kidney, but the underlying mechanism is unclear. We aim
to discover the roles of Lrp6 in cilia-mediated pathway which disrupts
cellular proliferation, differentiation and organogenesis in renal defects.
Methods: Lrp6 beta-geo mice were raise and mouse embryonic fibroblasts
(MEFs), murine inner medullary collecting duct (mIMCD3) was purchased
from ATCC and cultured in UC Davis and Nanfang Hospital. Scanningelectronic microscope (SEM) and immunofluorescence staining were per-
formed according to standard protocol.
Results: (1) The embryonic kidney samples from E18.5 Lrp6-/- mice were
examined under scanning electronic microscope (SEM). Primary cilia in
mutant kidneys exhibit extra slim/long (up), ungrown, short or curved cilia
(bottom) compared with littermate control. The picture in big frame in up-
left is the magnification of the picture in small frame (unpublished prelimi-
nary data). (2) The active state of phosphorylated Lrp6 (Tp1479) is co-local-
ized with cilia markers of acetylated-tubulin and g-tubulin at basal body in
MEFs and mIMCD3 cells. Phosphorylated Lrp6 (green) is expressed in the basal
body in control MEFs, but absent in Lrp6-/- MEFs. Phosphorylated Lrp6 (green)
is co-localized with acetylated-tubulin (red) and basal body marker of g-
tubulin (red) in mIMCD3 cells (unpublished preliminary data).
Conclusion: Lrp6 mediated Wnt signaling may act through primary cilia with
undiscovered mechanism which cause genetic renal defects and ciliopathy in
CAKUT.http://dx.doi.org/10.1016/j.hkjn.2015.09.1060161
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Objective: Renal fibrosis begins with renal tubular epithelial mesenchymal
transition (EMT); the progression thereafter depends upon a number of
fibrotic factors. Unilateral ureteral obstruction (UUO) is a well-described
model of EMT. We used an improved reversible unilateral ureteral obstruc-
tion (RUUO) model to investigate whether a progressive renal injury model
of EMT could be reversed into the opposite direction, into mesenchymal-
epithelial transition (MET) after relief of UUO in rats.
Methods: Rats were subjected to UUO or sham operation and the obstruction
was removed five days later (or was left in place). Rats developed EMT after
reversal of 2 or 4 weeks of ureteral obstruction as assessed by the expres-
sions of fibrotic factors, EMT and MET markers in this post-obstructive model.
Results: We found a significant decrease in the kidney weight and renal
cortical thickness in the UUO group compared with the sham groups. This
rise in the RUUO group was significantly reduced. The elevated level of
TGF-b1, TGF-b receptors and core fucosylation in the UUO group was signif-
icantly reduced in the RUUO groups. The EMT markers staining showed re-
sults parallel to those of TGF-b1 expression levels. In addition, UUO rats
exhibited pronounced inflammatory and intrinsic proliferative cellular re-
sponses, and ultimately fibrosis. By comparison, RUUO mice had more
controlled and measured extrinsic and intrinsic responses to EMT with a re-
turn to MET within several weeks after release of ureteral obstruction.
Conclusion: Our findings provide a model that allows investigation of the
fibrotic factors during reversal of EMT that contribute to the development
of fibrosis. EMT of the progressive renal injury could be actively reversed
into MET and renal architecture is better maintained throughout injury
and recovery from injury after relief of UUO in rats.http://dx.doi.org/10.1016/j.hkjn.2015.09.1070163
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Objective: Contrast-induced renal tubular cells apoptosis represents a key
mechanism of contrast-induced nephropathy (CIN). So most episodes of CIN
are self-limiting and resolve within 1e2 weeks, but in some cases, reduced
renal function progresses to chronic kidney disease. Albuminuria was
observed after injection of contrast media in animal studies, which last until
the function of renal tubular epithelial cell recover. Podocalycin, which has
Inflammation and Fibrosis S81negative charge, as a component of electricmembrane on podocyte, prevents
albuminuria loss. Podocyte injury is a keymanifestation of proteinuric glomer-
ulopathies, which, if extensive, leads to progressive glomerulosclerosis and
end-stage kidney disease. The aim of this study was to investigate the effect
of podocalycin expression induced by iopromide on podocytes.
Methods: Incubated MPC cells were divided into two groups: control group;
iopromide group (100 mgI/ml). The expression of podocalycin on podocytes
was detected by immunofluorescence. Cell apoptosis was determined by
flow cytometry with Annexin V-FITC/PI double staining.
Results: In the iopromide-treated group, expression of podocalycin was
decreased compared with control group (P < 0.05). Apoptosis was increased
compared with control group (P < 0.05).
Conclusion: The reduction in podocalycin expression induced by iopromide
on podocytes contributes to albuminuria loss and podocyte injury, which re-
lates to CIN progressing to chronic kidney disease.http://dx.doi.org/10.1016/j.hkjn.2015.09.108
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Objective: Rhododendron Molle G. Don (rhododendron) was found to be
effective on the treatment of rheumatoid arthritis and chronic glomerulone-
phritis. The aim of this study is to explore the role of Rhododendron on renal
interstitial fibrosis (RIF) and the potential mechanism.
Methods: Unilateral ureteral obstruction (UUO) was performed as RIF model.
Mice were randomly divided into 6 groups (nZ 8): sham-operation group
(Sham), UUO group, UUO mice treated with low dose or high dose of rhodo-
dendron root (U+r, U+R), UUO mice treated with low dose or high dose of
rhododendron leaf (U+l, U+L). All mice were executed after 7 days of oper-
ation, and renal tissues were collected for pathological examination. Tubu-
lointerstitial damage index (TDI) was measured by Masson’s trichrome
staining. The expression of TGF-b1, fibronectin (FN) and a-SMA in renal inter-
stitial was analyzed by immunohistochemical method.
Results: TDI was obviously increased in UUOmice,which indicated UUOmodel
was successful. The expression of TGF-b1, FN and a-SMA in interstitial was also
increased in UUO mice. However, more severe interstitial damage and higher
level of TGF-b1, FN and a-SMA was found in UUO mice treated with rhododen-
dron root, whatever high dose or low dose. The results showed that rhododen-
dron root was harmful for renal interstitial, and TGF-b1 signaling involved in
this process. But there was no difference in TDI and fibrotic indexes in UUO
mice, those were treated with or without rhododendron leaf.
Conclusion: Rhododendron root was reported to be useful to treat inflam-
matory injury mediated by immune complex. However, in this study we
found rhododendron root might aggravate interstitial fibrosis in UUO model,
and the side effect of rhododendron root on interstitial damage should be
paid attention. The ingredients of rhododendron are complex and not
entirely clear, so more examination and evidence should be analyzed before
rhododendron is used in clinic.http://dx.doi.org/10.1016/j.hkjn.2015.09.109
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Objective: Renal interstitial fibrosis (RIF) is a common pathological process of
CKD. Unfortunately, there is no satisfactory therapy to reverse this process.
Recently, increasingevidences show that pericytes are themajor sourcesofmyo-
fibroblast during RIF. Pericyte transition involved in multiple signaling pathway
cross-talk, such as PDGF pathway, TGFb pathway, and VEGF pathway, and vital
protein of these pathways are posttranslational modified by Fucosyltransferase
8 (Fut8). So we considered that Fut8 may play an important role in this process.Methods: Mice kidneys were diced, incubated at 37C for 45 minutes with
liberase and Dnase in Hank’s balanced salt solution. After centrifugation,
cells were resuspended, and filtered by screen mesh. Then we used 42% per-
coll working solution to remove glomerulus and cell debris. Cells were
marked by PDGFRb-PE, and isolated by FACS. Then cells were identified by
immunofluorescence staining of E-cadherin, CD31, a-SMA, PDGFRb and
CD73. Passage 2 to passage 5 pericytes were used in experiments, and peri-
cytes were stimulated by TGFb1 for 24 h, 48 h for further observation. Mice
UUO model was applied for in vivo observation.
Results: Comparing with or without percoll in pericytes isolation, we found
former can obtain a higher sorting positive percentage. Cell identification
showed that E-cadherin-, CD31-, a-SMA-, PDGFRb+ and CD73+. After addition
of TGFb1, increasing expressions of a-SMA, Fut8, LCA of pericytes were
observed. But expression of a-SMA, Fut8, LCA were grearly reduced under
TGFb1 stimulation after knockdown of Fut8 by transiently transfected Fut8-
siRNA. We also found increasing co-localized expression of Fut8, LCA,
PDGFRb, a-SMA in UUO model.
Conclusion: Fut8 plays a vital role in process of pericyte transition, and
block its function of glycosylated modification can alleviate pericyte transi-
tion. But the underlying mechanism of this phenomenon need further elab-
orate. Prospectively, it may hint a novel therapeutic target of RIF.http://dx.doi.org/10.1016/j.hkjn.2015.09.110
0215
Targeted Disruption of the Prostaglandin E2 EP3 Receptor Attenuates
5/6 Nephrectomize Induced Renal Fibrosis
Jianhua Wu, Xu Chen, Xiaolan Chen, Yaping Fan
Department of Nephrology, Affiliated Hospital of Nantong University,
Nantong, Jiangsu, China
Objective: To illuminate the role of prostaglandin E2 EP3 receptor on 5/6
nephrectomize induced renal fibrosis.
